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CLAIM LISTING 

What is claimed is: 



1. (Currently amended) A method of: 

a) inhibiting the lipolytic activity of hormone-sensitive lipase against triacylglycerols, 

diacylglycerols, cholesterol acyl esters or steroid acyl esters; and/or 

b) modulating the plasma level of free fatty acids, glycerol, LDL-cholesterol, HDL- 

cholesterol, insulin and/or glucose; and/or 

c) modulating intracellular triacylglycerol and cholesterol ester stores, intracellular level of 

fatty acids, fatty acid esters,diacylglycerols, phosphaddic acids, long chain acyl-CoA's 
as well as citrate or malonyl-CoA; and/or 

d) increasing insulin sensitivity in adipose tissue, skeletal muscle, liver or pancreatic P cells; 

and/or 

e) modulating insulin secretion from pancreatic (5 cells; and/or 

f) inhibiting male fertility 

in a patient comprising, administering to a patient in need of such method a therapeutically 
effective amount of a boronic acid, an ester thereof, a prodrug thereof, 

wherein the boronic acid, an ester thereof or a prodrug thereof is of the general formula I 

yO R 1 

R 3 b( 0 

O R 2 

wherein R 1 and R 2 are independently selected from hydrogen, Ci4-*lkyl, C 2 -6-alkenyl ? C2-6- 
alkynyl, aryl, heteroaryl, C 3 ^-heteiwyclyl and Ca-io-cycloalkyi, wherein each of Cus-alkyl, C* 
6 -alkenyl, C^-alkynyl, aryl, heteroaryl, C 3 ^heterocydyl and C 3 -io-cycloalkyl is optionally 
substituted with one or more substituents independently selected from hydroxy, sulfanyl, 
sulfonyl, sulfinyl, oxo, thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl, d-6-alkyl, 
Cws-alkenyl, C 2 *-alkynyl, aryl, heteroaryl, C 3 . 8 -heterocyclyl and C 3 -io-cycloalkyl, wherein 
each of hydroxy, sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyl, Ci-6-alkyl, 
alkenyl, C 2 ^alkynyl, aryl, heteroaryl, C^-heterocyclyl and Ca-io-cycloalkyl is optionally 
substituted with one or more substituents independently selected from hydroxy, sulfanyl, 



PAGE 7/23 * RCVD AT 4/8/2005 12:57:36 PM [Eastern Daylight Time] s SVR:USPTO€FXRF-1/24 * DNIS:2730575 " CSID:609 919 7741 * DURATION (mm-ss):06-34 



04/08/2005 12:04 FAX 609 919 7741 



NOVO NOROISK LEGAL 



0008/023 



Attorney Docket No. 6413.204-US 
EMrtip et al. 

Serial No. 10/614,233 Filed JuJy 7, 2003 

sulfonyl, sulfinyl, oxo, thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl, C^-alkyl, 
C^-alkenyl, C^-alkynyl, aryl, heteroaryl, Cwj-heterocyclyl and C3-i(rcycloalkyl, wherein 
each of hydroxy, sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyJ, Ci-e-alkyl, Q^- 
alkenyi, C^-alkynyl heteroaryl, C 3 ^-hetwocyclyl and C^o-cyeloalkyl is optionaUy 
substituted with one or more substituents independently selected from hydroxy, sulfanyl, 
sulfonyl, sulfinyl, oxo, thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl, Ci-6-alkyl, 
C 2 . 6 -alkenyl, C^-alkynyl, aryl, heteroaryl, C 3 . 8 -heterocyclyl and C 3 -ircycloalkyl, wherein 
each of hydroxy, sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyl, Ci-6-alkyl, C^- 
alkenyl, Cz-e-alkynyl, aryl, heteroaiyl, C3_8-heterocyclyl andC 3 .i*rcycloalkyl is optionally 
substituted with one or mote substituents independently selected from hydroxy, sulfanyl, 
sulfonyl, sulfinyl, oxo, thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl, C^-alkyl, 
C2-6-alkenyl, C 2 ^-alkynyl t aryl, heteroaiyl, Ca-a-heterocyclyl and C^io-cycloalkyl. wherein 
each of hydroxy, sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyl, Ci^-alkyl, C^- 
alkenyl, C w -alkynyl, aryl, heteroaryl, C^-heterocyclyl and C 3 .]o-cycloalkyl is optionally 
substituted with one or more substituents independently selected from hydroxy, sulfanyl, 
sulfonyl, sulfinyl, oxo, thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl, Ci-6-alkyl, 
C 2 -6-alkenyl, C 2 ^-alkynyl, aryl, heteroaryl, C^-heterocyclyl and C 3 _i 0 -cycloalkyl; 

wherein R 2 is optionally covalendy bound to R 1 by one or two ether, thioether, Bj O-B, C-C, 
C=C or C-N bonds, to form a ring system with the O-atoms to which R 1 and R 2 are bounds 
said ring system mav optionally form a fused rinfl system with benzene; and 

R 3 is selected from C^-alkyl, C 2 -6-alkenyl, C M -alkynyl, aryl, heteroaryl, C 3 . B -heterocyclyl 
and C3.i(rcycloalkyl, wherein each of C^-alkyl, C^alkenyl, CWalkynyl, aryl, heteroaryl, 
C 3 _s-heterocyclyl and C 3 .i 0 -cycloalkyl is optionally substituted with one or more substituents 
independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, thioxo, halogen, 
amino, imino, cyano, nitro, silyl, boranyl, Ci^-alkyl, C^-alkenyl, C*6-alkynyl, aryl, 
heteroaryl, C 3 ^heterocyclyl and C 3 .|<rcycloalkyl, wherein each of hydroxy, sulfanyl, sulfonyl, 
sulfinyl, amino, imino, silyl, boranyl, C,. 6 -alkyl, C^-alkenyl, Cz<-alkynyl, aryl, heteroaryl, 
C 3 «-heterocyclyl and C 3 .|(rcycloalkyl is optionally substituted with one or more substituents 
independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, thioxo, amino, imino, 
cyano, nitro, silyl, boranyl, C^-alkyl, C 2 ^-alkenyl, C^-alkynyl, aryl, heteroaryl, C 3 . s - 
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heterocyclyl and C^io-cycloaikyl, wherein each of hydroxy, sulfanyl, sulfonyl, sulfinyl, 
amino, imino, silyU boranyl, Ci-6-alkyl, Cj^-alkenyl, C^-alkynyl, aryl, heteroaryl, C 3 .a- 
heterocyclyl and C3-io-cycloalkyl is optionally substituted with one or more substituents 
independendy selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, thioxo, halogen, 
amino, imino, cyano, nitro, silyl, boranyl, CWalkyl, C2-6-alkenyl, C 2 ^-alkynyl, aiyl, 
heteroaryl, C^g-heterocyclyl and Q-jo-cycloalkyl, wherein each of hydroxy, sulfanyl, sulfonyl, 
sulfmyl, amino, imino, silyl, boranyl, Cn-alkyl, C^-alkenyl, C2-6-aHcynyl, aryl, heteroaryl, 
C 3 .»-heterocyclyl and CMo-cycIoalkyl is optionally substituted with one or more substituents 
independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, thioxo, halogen, 
amino, imino, cyano, nitro, silyl, boranyl, d-6-aJkyl, C2^-alkenyl, C^-alkynyl, aryl, 
heteroaryl, C^-heterocyclyl and Cwa-cycloalkyl, wherein each of hydroxy, sulfanyl, sulfonyl, 
sulfinyl, amino, imino, silyl, boranyl, CWalkyl, C^-alkenyl, C2-6-alkynyl, aryl, heteroaryl, 
C3.g-heterocyclyl and Cs-io-cycloalkyl is optionally substituted with one or more substituents 
independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, thioxo, halogen, 
amino, imino, cyano, nitro, silyl, boranyl, C^-alkyl, C^-alkenyl, C M -alkynyl, aryl, 
heteroaryl, C 3 _ a -heterocyclyl and C^io-cycloalkyl, wherein each of hydroxy, sulfanyl, sulfonyl, 
sulfinyl, amino, imino, silyl, boranyl, C^-alkyl, C^-alkenyl, C 2 ^-aIkynyl, aryl, heteroaryl, 
C 3 . 8 -heterocyclyl and C 3 .io-cycloalkyl is optionally substituted with one or more substituents 
independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, thioxo, halogen, 
amino, imino, cyano, nitro, silyl, boranyl, C^-alkyU C^-alkenyl, C^-alkynyl, aryl, 
heteroaryl, C3- g -heterocyclyl and C3-i<rCyc]oalkyl; 

or any tautomeric forms, stereoisomers, mixture of stereoisomers, racemic mixture, oligomers 
or polymorphs, 

or a pharmaceutical^ acceptable salt thereof, or a pharmaceutical^ acceptable solvate 
thereof. 

2. (Previously presented) The method according to claim 1, wherein the pKg of said boronic 
acid, an ester thereof, a prodrug thereof or a pharmaceutical^ acceptable salt thereof is 
between 2.0 and 1 1.5. 

3. (Original) The method according to claim 1, wherein the boronic acid, an ester thereof or a 
prodrug thereof is a dimer or trimer of a boronic acid. 
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4. (Currently amended) The method according to claim 3, wherein said diraer or trimer of 
the boronic acid comprises a structure selected from: 

-B V B- and ■ ^ 



5. (Cancelled) 

6. Cancelled) 

7. (Currently amended) The method according to claim 1, wherein the boronic acid, an ester 
thereof, or a prodrug thereof, comprises a structure selected from the group consisting of 

-CC-v£-O<-O-C0 

B I , B NH , and 6 N 

o^y o j o^j 



8. (Previously presented) The method according to claim 1, wherein the group R 3 in the 
general formula (I) comprises an optionally substituted moiety selected from the group 
consisting of pynolidine-2-yl, pyrrolidine*3-yl, pyrrole-2-yl, pyrrole-3-yl, 3H-pyrrole-2-yl, 
3H-pynole-3-yl, 3H-pyrroIe-4-yl, 3H-pyirole-5-yl, oxolane-2-yl, oxolane-3-yl, furane-2-yl, 
furane-3-yl, thiolane-2-yl, thiolane-3-yl, thiophene-2-yl, thiophene-3-yl, pyiazole-3-yl, 
pyrazole-4-yl, pyrazole-5-yl, pyrazolidine-3-yI, pyrazolidine-4-yl, imidazole-2-yl, imidazole- 
4-yl, imidazoIe-5-yl, imidazolidine-2-yl, imidazolidinc-4-yl, 3H-pyrazole-3-yl, 3H-pyrazole- 
4-yl, 3H-pyrazole-5-yl, isoxa20le-3-yl, isoxazole-4-yl, isoxazole-5-yI, oxazole-2-yl, oxazole- 
4-yl, oxazole-5-yl, isothiazole-3-yl, isothiazole-4-yl, isothiazole-5-yl, thiazole-2-yl, thiazole- 
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4-yl, thiazole-5-yl, l,2,5-oxadiazole-3-yl, l,3,5-oxadiazole-2-yl. 1,3,5-oxadiazoLe^yl, 1,3,4- 
oxadiazole^yl, l,2,3,5-oxatriazole-4-yl, l,2,5-thiadiazole-3-yl, l,33-thiadiazole-2-yl, 1,3,5- 
thiadiazole-4-y!, l,3,4-thiadiazole-2-yl, l l 2 l 3,5-thiatriazole-4-yl, l,2,3-triazole-4-yl, 1,23- 
triazole-5-yl, l,2,4-lriazole-3-yl, l,2,4-triazole-5-yl, t,2,5-triazole-3-yl, tetrazole-5-yl, 1,3- 
oxathiole-2-yl, l,3-oxathiole-4-yl, l,3-oxathiole-5-yl,benzofurane-2-yl l ben2ofurane-3-yl, 
isobenzofurane-l-yl.beiizothiophene-2-yl, benzothiophene-3-yl, isobenzothiophene-l-yl, 1H- 
indole-2-yl, lH-indole^3-yl, 2H-isoindoIe-l-yl indolizine-l-yl, indolizine-2-yl, indolizine-3- 
yl t lH-benzimidazole-2-yl, lH-benzothiazole-2-yl lH-benzoxazol&-2-yl, lH-benzisooxazole- 
3-yl, 3H-indazole-3-yl P piperedine-l-yl, piperedine-2-yl, piperedine-3-yl, piperedine-4-yl 4 
piperazine-l-yl, piperazine-2-yl, 2,3-dione-piparazine-l-yl, 2^-dione-piparazine-3-yI and 
phenyl. 



9. (Previously presented) The method according to claim U wherein the group R 3 is selected 
from the group consisting of: 




wherein R 4 , R 5 , R 6 , R 7 and R* are independently selected from C^-alky!, Cu-alkenyl, C 2 ^- 
alkynyl, aryl, heteroaryl, C3.g-heterocyclyl and Ca-io-cycloallcyl, wherein each of Ci^-alkyl, C2- 
6 -allcenyl, C2H6-alkynyl, aryl, heteroaryl, C 3 . 8 -heterocyclyl and C 3 .io-cycloalkyl is optionally 
substituted with one or more substituents independently selected from hydroxy, sulfanyl, 
sulfonyl, sulfinyl, thioxo, amino, imino, cyano, nitro, silyl, boranyl, Ci-e-alkyl, C2-6-alkenyl, 
C^-alkynyl, aryl, heteroaryl, C 3 _«-heterocyclyl and C^io-cycloalkyl, wherein each of hydroxy, 
sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyl, Cj^alkyl, C2-6-aIkenyl, C^-alkynyl, 
aryl, heteroaryl, Cj-s-heterocyclyl and C^io-cycioalkyl is optionally substituted with one or 
more substituents independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo. 
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thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl, Ci-6-alkyl, C^-aUcenyl, C2-$- 
alkynyl aryl, heteroaryl, C 3 . B -heterocyclyl and C^io-cycloalkyl, wherein each of hydroxy, 
sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyl, CWalkyl, Ci^-alkcnyU C^-alkynyl, 
aryl, heteroaryl, C 3 .*-heterocyclyl and C^io-cycloalkyl is optionally substituted with one or 
more subsrituents independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, 
thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl d^-alkyl, Cw-alkenyl, CW 
alkynyl, aryl, heteroaryl, C 3 -B*heterocyclyl and C 3 -io-cycloalkyl, wherein each of hydroxy, 
sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyl, Ci-e-alkyl, C2- 6 -alkenyl, C^-alkynyl, 
aryl, heteroaryl, C 3 ^-heterocyclyl and C 3 .|o-cycloalkyl Ls optionally substituted with one or 
more subsdtuents independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, 
thioxo, halogen, amino, imino, cyano, nitro, silyl* boranyl, Ci^-alkyl, C^-alkenyl, Q-6- 
alkynyl, aryl, heteroaryl, C 3 ^-heterocyclyl and C 3 -i<rcycloalkyl, wherein each of hydroxy, 
sulfanyl, sulfonyl, sulfinyl, amino, imino, silyl, boranyl, Ci-6-alkyl, C^-alkenyl, C2-6-alkynyl, 
aryl, heteroaryl, C 3 _B-heterocyclyl and C 3 .|o-cycloalkyl is optionally substituted with one or 
more substituenis independently selected from hydroxy, sulfanyl, sulfonyl, sulfinyl, oxo, 
thioxo, halogen, amino, imino, cyano, nitro, silyl, boranyl, Ci-6-alkyl, C^-alkenyl, C2-6- 
alkynyl, aryl, heteroaryl, C 3 -8-heterocyclyl and C 3 -io-cycloalkyl. 

10. (Previously presented) The method according to claim 9, wherein the molar weight of 
each of R 4 , R 5 , R 6 , R 7 and R 8 is below about 1 00 Dalton. 

11. (Original) The method according to claim 9, wherein R 4 , R 5 , R fl , R 7 and R 8 are 
independently selected from hydrogen, halogen, hydroxyl, perhalomethyl, perhalomethoxy, 
Ci^-alkyl, Ci-6-aIkoxy and Ci.6-alkylthic 

12. (Original) The method according to claim 9, wherein R 4 , R 3 , R 6 , R 7 and R* are 
independently selected from hydrogen, halogen, methyl, methoxy, thiomethoxy, 
perhalometfiyl, perhalomethoxy 

13. (Original) Hie method according to claim 9, wherein R 4 , R 5 * R 6 . R 7 and R B are 
independently selected from hydrogen, halogen, trifluoromethyl and trifluoromethoxy. 
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14. (Previously presented) The method according to claim 1, wherein the group R 1 is H. 

15. (Previously presented) The method according to claim 1, wherein the group R 1 is H and 
the group R 2 is H. 

16. (Previously presented) The method according to claim 1, wherein said boronic acid, an 
ester thereof or a prodrug thereof is selected from the group consisting of: 
2K5-CMcrothiophen-2-YlM,4 r 5> 

2H5-Cmoromiophen-2-yl)-5^-dUimemyl-[13 s 2]dioxaborinane, 
2-(5-Chlorothiophen-2-yl)-[ 1 ,3,6,2 Idioxazaborocane, 
2-(3,5-CHfluorophenyl)-[l,3,6,2]dioxazaborocane, 
2-(3-Bromophenyl)-[l,3,6,2]dioxazaborocane, 
2-(3-Chlorophenyl)-[ 1 ^e^jdioxazaborocane, 
2-(3-Fluoropheny !)-[ 1 ,3,6,2] dioxazaborocane, 
2-(3-TrifluoromethylphenylH 1 f 3,6,2]dioxazaborocane, 
2-(3,4 p 5-THfluorophenyl)-[l 1 3 1 6 l 2]dioxazaborocane, 
2-(3-CMoiophenyl)-5,5^methyl-[l,3,2]dioxaboriDane f 
5 ? 5-Dimethyl-2-(3-trifluoromethylphenyl)-[13i2]dioxaborinane, 
2-(5-Chloro-2-methoxyphenyl)-[l ,3,6,2]dioxazaborocane, 
2-(3-Trifluoromethoxyphenyl)-[l l 3,6,2)dioxazaborocane, 

2-(3,5-Dichlorophenyl)-[ 1 ,3,6,2]dioxazaborocane, 

2-(3-Chloro-4-fluon>phenyl)-[ 1 .S^^ldioxazaborocane, 

2-(4-Methyltmophen-2-yl)-[l,3,6 f 2]dioxazaborocane, 

2-(3-Bromophenyl)-5 l 5-dimethyl-[l,3,2]dioxaborinane, 

2-(5-CMoro-2*memoxyphenyl)-5,5^ime^ 

5,5-Dimethyl-2-(3,4,5-trifluorophenyl)-[l,3,2]dioxabonnane, 

5,5-Dimemyl-2-(3-trifluoroira^ 

2<3,5-DichlorophenyI)-5^-dmiethyl-[l,3,2]dioxaborinane, 
2<3«CWon)^fluorophenyl)-S,5-<mi^^ 
2-(3-Fluorophenyl)-5,5-dimethyl-[ 1 ,3,2]dioxaborinane, 
5,5-Dimemyl-2-(4-methyltbiophen^2-yl)-[l,3,2]dioxaborinane, 
2-(3-Biomophenyl)^,4,5,5-tetramethyl-[l,3,2]dioxaborolane f 

2-(5-CMoro-2-metooxyphenyl)A4,5,5-te^ 

4,4 l 5 l 5-Tecramemyl-2^3-trifluoromethoxyphenyl)-[l,3,2]dioxab^ 

2-(3,5-Dichlorophenyl)^,4,5,5-ietramethyl-[K3,2]dioxaborolane, 

2-(3-CMoro^fluorophenylH,4,5,5-tet^ 
2-(3>Chlorophenyl)-4,4 > 5^-tetTamethyl-[l,3,2]dioxaborolane, 

4,4,5,5-Tetramethyl-2-(3-trifl^^ 
4,4,5,5-Tetramethyl-2^4-meth^ 
4-Benzyloxyphenylboronic acid, 

4^Bromobenzeneboronic acid n-methyldiethanolamine cyclic ester, 

2- (3,5-Difluorophenyl)-5 f 5-diinethyl-l,3,2-dioxaborinane, 

3- Bromobenzeneboronic acid n-methyldiethanolamine cyclic ester, 
2-(4-Bromophenyl)-5,5-dimethyl-l,3,2-dioxaborinane, 
2-(2-Chlorophenyl)-5,5-dimethyl-l,3,2-dioxaborinane, 
^(S^-Dimethyl-tl^^Jdioxaborinan^-yl^benzonitrile, 
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2^2-Fluom-pheoyl)-5,5-dimethyl-[13,2]dioxaborinane, 
5-Chloro-2-methoxyphenylboronic acid, 

3.5- Dibromophenylboronic acid, 
3-Ethoxyphenylboronic acid, 

3- phenylphenylboronic acid, 

4- fluorophenylboronic acid, 

2- Bromophenylboronic acid, 

3- Broraophenylboronic acid, 

2.6- Dichlorophenylboioiiic acid, 
3-Methylphenylboronic acid, 

2- Chlorophenylboronic acid, 

3- CMorophenylboronic acid, 
3-(Trifluoromethoxy)benz«iebofonic acid, 
3-Trifluoromethylphenylboronic acid, 
B^-BisCrrifluoromethyDpheiiylboronic acid, 
3,5-DichlorophenylborOnic acid, 
3-Chloro-4-fluorophenylboroaic acid, 
3,5-Difluorophenylboronic acid, 
3-Ruorophenylboronic acid, 
2,3-Difluoro-4-pentylphenylboronic acid, 
(3-Dluoro-4-benzyloxyphenyl)boronic acid, 
3,4,5-Trifluorophenylboronic acid, 
2,3,5-TrichlorophenyIboronic acid, 
2,5-DichlotophenyIboronic acid, 

2.3- Difluorophenylboronic acid, 
2,5-Difluorophenylboronic acid, 

4^(4 f 4^>Tetramethyl-l,3 l 2-dioxaboiolan-2-yl)aceia«ilide, 

3.4- Difluorophenylboronic acid, 
2,3-Dichlorophenylboronic acid, 

2.3- Difluoro-4-bromophenylborDnic acid, 
3-Fluoro-4-phenylboronic acid, 
2~Methoxy5-fluorophenylboronic acid, 

3.4- DichlorophenyIboronic acid, 

5- Indolyl boronic acid, 
3-Formylphenylboronic acid, 

6- Methoxy-2-phenyl-hexahydix^ 

3 f -(4,4^,5-Tetramethyl- 1 ^^-dioxaborolan^-ylj^-trimethylsilylthiaphen, 
4 , -(4,4,5,5-Tetramethyl- 1 ,3,2-dioxaboro]an-2-yl)2-nilrotbiophene, 

1- Benzothiophen^3-ylboronic acid, 

2- F0nnyl-3-thiopheneboronic acid, 

2- Thien-3-yl- 1 ,3,2-benzodioxaborole, 

3- Thiophenboronic acid, 

2-(2-Fomyl-3-methylthien-5-yl)-i3,2^ioxaborinane ( 

4- Methylthiophene-2-boronic acid, 

5- Methylfuran-2-boronic acid, 
5-Melhylthiophene-2-boronic acid, 
Benzo[b]furan-2-boronic acid. 
Benzo[B]thiophene-2-boronic acid, 
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Furan-2-boronic acid, 
S-Chlorothiophene-2-boronic acid, 
5 -Cyanothiophene-2-boitmic acid, 
5-Acetylthiophene-2-boronic acid, 
Thiophene-2-boronic acid, 
3-Bromothiophene-2-boronic acid, and 
5,5-I^ethyl-2-(3-iodothiophen-2-yl)4l3,2]dioxaborinane. 

17. (Previously presented) The method according to claim 6, wherein the compound is R 3 - 
B(OH)2 and the pKa of the R 3 substituent is between 2.0 and llJ. 

1 8. (Original) The method according to claim 1, wherein said boronic acid, or an ester thereof 
or a prodrug thereof has a molar weight of no greater than 1000 D. 

19. (Previously presented) The method according to claim 1, wherein the molar weight of said 
boronic acid, an ester thereof or a prodrug thereof is less than 750 D. 

20. (Previously presented) The method according to claim 1, wherein said boronic acid, an 
ester thereof or a prodrug thereof has an ICso value as determined by the assay 3 190.2 or 
3180.1 disclosed herein of less than 50 jiM. 

2L (Previously presented) The method according to claim 1, wherein said boronic acid, an 
ester thereof or a prodrug thereof has a solubility in water at 25 °C and pH 2.0 of at least 0.5 
mg/L. 

22. (Original) The method according to claim 1, wherein administration of said boronic acid, 
an ester thereof or a prodrug thereof is by the oral, nasal* transdermal, pulmonal, or parenteral 
route. 

23. (Previously presented) The method according to claim 1, wherein a pharmaceutical 
composition is administered, said pharmaceutical composition comprising, as an active 
ingredient, said boronic acid, said ester thereof, said prodrug thereof, or a pharmaceutically 
acceptable salt thereof, or a pharmaceutically acceptable solvate thereof, together with a 
pharmaceutically acceptable carrier or diluent. 
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24. (Previously presented) 
composition is administered, 
ingredient, said boronic acid 
acceptable salt thereof, 



Thei 



method according to claim 2, wherein a pharmaceutical 
said pharmaceutical composition comprising, as an active 
said ester thereof or said prodrug thereof, or a pharmaceutically 
together with a pharmaceutically acceptable carrier or diluent. 



Tie 



25. (Previously presented) 
composition in unit dosage 
preferably from about 0. 1 to 
thereof or a pharmaceutical]) 
thereof. 



method according to claim 24 wherein the pharmaceutical 
Arm, comprising from about 0.05 mg to about 2000 mg, 
about 500 mg of the boronic acid, an ester thereof, a prodrug 
acceptable salt thereof or a pharmaceutically acceptable solvate 



The 



26. (Previously presented) 
composition is for oral, nasa 



27. (Original) A method ai 
inhibit the lipolytic activity 
diacylglycerols, cholesterol 



28. (Original) A method 
modulate the plasma level 
oxidation of intracellular 



29. (Original) The method 
group consisting of insulin 
impaired glucose tolerance, 
lipoprotein metabolism and 



30. (Original) The method 
group consisting of insulin 
impaired glucose tolerance, 
lipoprotein metabolism and 



method according to claim 23 wherein the pharmaceutical 
, transdermal, pulmonal or parenteral administration. 



ccirding to claim 1 for treating a disorder where it is desirable to 
qf hormone-sensitive lipase against triacylglycerols, 
yl esters or steroid acyl esters. 



acj 



according to claim 1 for treating a disorder where it is desirable to 
oil free fatty acids or to modulate the handling, storage and 
fattjy acid and cholesterol. 



according to claim 27 t wherein said disorder is selected from the 
r sistance, diabetes type 1, diabetes type 2, metabolic syndrome X, 
\ yperglycemia, dyslipidemia, obesity, abnormalities of 
t ny combination thereof. 



according to claim 28, wherein said disorder is selected from the 
re sistance, diabetes type 1, diabetes type 2, metabolic syndrome X, 
hyperglycemia, dyslipidemia, obesity, abnormalities of 
eny combination thereof. 
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31. (Currently amended) A method of treating insulin resistance, diabetes type 1, diabetes 
type 2, metabolic syndrome X, impaired glucose tolerance, hyperglycemia, dyslipidemia, 
hyperlipoproteinemia, hypertriglyceridemia, hyperlipidemia, hypercholesterolemia, or other 
abnormalities of lipoprotein metabolism, said method comprising administering to a patient 
in need thereof a pharmaceutically effective amount of a boronic acid according to claim 
1, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof or a 
pharmaceutically acceptable solvate thereof. 

32. (Previously presented) The method according to claim 31, wherein the pKo of said 
boronic acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof 
is between 2.0 and 11.5. 

33. (Original) The method according to claim 27, wherein the patient is treated with said 
boronic acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof 
or a pharmaceutically acceptable solvate thereof for at least about 1 week, for at least about 2 
weeks, for at least about 4 weeks, for at least about 2 months or for at least about 4 months. 

34. (Original) The method according to claim 28, wherein the patient is treated with said 
boronic acid, an ester thereof, a prodrug thereof or a phaxmaceutically acceptable salt thereof 
or a pharmaceutically acceptable solvate thereof for at least about 1 week, for at least about 2 
weeks, for at least about 4 weeks, for at least about 2 months or for at least about 4 months. 

35. (Original) The method according to claim 31, wherein the patient is treated with said 
boronic acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof 
or a pharmaceutically acceptable solvate thereof for at least about 1 week, for at least about 2 
weeks, for at least about 4 weeks, for at least about 2 months or for at least about 4 months, 

36. (Previously presented) The method according to claim 2, wherein the pK* of said boronic 
acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof is 
between 3.0 and 10.5. 
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37. (Previously presented) The method according to claim 2, wherein the pK a of said boronic 
acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof is 
between 4.0 and 9.5. 

38. (Previously presented) The method according to claim 2, wherein the pKa of said boronic 
acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof is 
between 5.0 and 8.5. 

39. (Previously presented) The method according to claim 2, wherein the pKa of said boronic 
acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof is 
between 5.5 to 8.0. 

40. (Previously presented) The method according to claim 2, wherein the pKa of said boronic 
acid, an ester thereof, a prodrog thereof or a pharmaceutically acceptable salt thereof is 
between 6.0 to 7.5. 

41. (Previously presented) The method according to claim 10, wherein the molar weight of 
each of R 4 , R 3 , R 6 , R 7 and R 8 is below about 80 Dalton. 

42. (Previously presented) The method according to claim 10 f wherein the molar weight of 
each of R 4 „ R 5 r R 6 , R 7 and R 8 is below 50 Dalton. 

43. (Previously presented) The method according to claim 10, wherein the molar weight of 
each of R\ R 5 , R 6 * R 7 and R 8 is below about 20 Dalton. 

44. (Previously presented) The method according to claim 17. wherein the compound is R 3 - 
B(OH) 2 and the pK a of the R 3 substituent is between 3,0 and 10.5. 

45. (Previously presented) The method according to claim 17, wherein the compound is R 3 - 
B(OH) 2 and the pK a of the R 3 substituent is between 4.0 and 9.5. 
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46. (Previously presented) The method according to claim 17, wherein the compound is R 3 - 
B(OH) 2 and the pK a of the R 3 substituent is between 5.0 and 8.5. 

47. (Previously presented) The method according to claim 17, wherein the compound is R 3 - 
B(OH)2 and the pK* of the R 3 substituent is between 5.5 to 8.0. 

48. (Previously presented) The method according to claim 17, wherein the compound is R - 
B(OH)2 and the pIQ of the R 3 substituent is between 6.0 to 7.5. 

49. (Previously presented) The method according to claim 19. wherein the molar weight of 
said boronic acid, an ester thereof or a prodrug thereof is less than 500 D. 

50. (Previously presented) The method according to claim 19, wherein the molar weight of 
said boronic acid, an ester thereof or a prodrug thereof is less than 350 D. 

51. (Previously presented) The method according to claim 19, wherein the molar weight of 
said boronic acid, an ester thereof or a prodrug thereof is less than 300 D. 

52. (Previously presented) Hie method according to claim 19, wherein the molar weight of 
said boronic acid, an ester thereof or a prodrug thereof is less than 250 D. 

53. (Previously presented) The method according to claim 19, wherein the molar weight of 
said boronic acid, an ester thereof or a prodrug thereof is less than 200 D. 

54. (Previously presented) The method according to claim 20, wherein said boronic acid, an 
ester thereof or a prodrug thereof has an ICso value as determined by the assay 3 190.2 or 

3 1 80. 1 disclosed herein of less than 5 uM. 

55. (Previously presented) The method according to claim 20, wherein said boronic acid, an 
ester thereof or a prodrug thereof has an IC 5 o value as determined by the assay 3 190.2 or 
3180.1 disclosed herein of less 500 nM. 
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56. (Previously presented) The method according to claim 20, wherein said boronic acid, an 
ester thereof or a prodrug thereof has an IC 5 o value as determined by the assay 3190.2 or 
3180.1 disclosed herein of less than 100 nM. 

57. (Previously presented) The method according to claim 21, wherein said boronic acid, an 
ester thereof or a prodrug thereof has a solubility in water at 25 °C and pH 2.0 of at least 2.5 
mg/L 

58. (Previously presented) The method according to claim 21, wherein said boronic acid, an 
ester thereof or a prodrug thereof has a solubility in water at 25 °C and pH 2.0 of at least 20 
mg/L. 

59. (Previously presented) The method according to claim 21, wherein said boronic acid, an 
ester thereof or a prodrug thereof has a solubility in water at 25 °C and pH 2.0 of at least 200 
mg/L. 

60. (Previously presented) The method according to claim 21, wherein said boronic add, an 
ester thereof or a prodrug thereof has a solubility in water at 25 °C and pH 2.0 of at least 2 

61. (Previously presented) The method according to claim 25 wherein the pharmaceutical 
composition in unit dosage form, comprising from about 0.1 to about 500 mg of the boronic 
acid, an ester thereof, a prodrug thereof or a pharmaceutlcally acceptable salt thereof or a 
pharmaceutically acceptable solvate thereof. 

62. (Previously presented) The method according to claim 32, wherein the pK* of said 
boronic acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof 
is between 3.0 and 10.5. 

63. (Previously presented) The method according to claim 32, wherein the pKo of said 
boronic acid, an ester thereof, a prodrug thereof or a pharmaceutically acceptable salt thereof 
is between 4.0 and 9.5- 
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64. (Previously presented) The method according to claim 32, wherein the pKo of said 
boronic acid, an ester thereof, a prodrug thereof or a pharmaceutical^ acceptable salt thereof 
is between 5.0 and 8.5. 

65. (Previously presented) The method according to claim 32, wherein the pK^ of said 
boronic acid, an ester thereof, a prodrug thereof or a phannaceutically acceptable salt thereof 
is between 5.5 to 8.0. 

66. (Previously presented) The method according to claim 32, wherein the pK* of said 
boronic acid, an ester thereof, a prodrug thereof or a phannaceutically acceptable salt thereof 
is between 6.0 to 7.5. 
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